few patients with the coeliac syndrome of dermatitis herpetiformis have been studied for us to know the precise proportion that can be expected to respond to a gluten-free diet, but it already seems clear that a number will not. We have had one patient on a gluten-free diet for seven years and the jejunal mucosa was still completely flat. This patient eventually developed a further complication of the coeliac syndrome; she was admitted to another hospital with acute perforation of the distal jejunum which was found to be thickened and had multiple perforations. Unfortunately no biopsy was taken nor was a post-mortem done when she died shortly afterwards, but it seems likely that she died of a small bowel malignancy. Neither in the coeliac syndrome as it occurs classically nor in dermatitis herpetiformis are immunoglobulin studies sufficiently far advanced to allow a definitive statement.
What is the precise relationship between the coeliac syndrome and dermatitis herpetiformis? Clearly the enteropathy does not cause the rash since the rash occurs in a third of the patients who do not have an enteropathy. Likewise the rash does not cause the enteropathy as in dermatogenic enteropathy because treatment of the rash has no effect on the gut. There isnothingto suggest that the gut and the skin are involved by the same disease process; mucosal lesions do occur in dermatitis herpetiformis and they are bullous whereas the histopathology of the small bowel in dermatitis herpetiformis is indistinguishable from that of the coeliac syndrome. We are forced to conclude that the relationship between dermatitis herpetiformis and the coeliac syndrome is an indirect one and our evidence is that this relationship is genetic. Our family studies have shown a high incidence of a mucosal abnormality in families of patients with dermatitis herpetiformis. Although the rash is not thought to be familial we have one certain and one possible case of dermatitis herpetiformis in close relatives. Further studies may show a slightly increased familial incidence. The genetic interpretation of these data will be discussed elsewhere. Two main hypotheses have been considered: (1) That the coeliac syndrome is polygenic and that dermatitis herpetiformis is a subgroup with a particular combination or number of genes; against this is the low family incidence of the rash. (2) That dermatitis herpetiformis occurs in those patients with a 'coeliac constitution' when this meets at random with another genetic group; this second hypothesis is in keeping with the evidence available at present.
Other factors in the relationship which have been discussed are folic acid deficiency and dap-sone: these are mentioned only to be dismissed. It has also been suggested that the rash may respond to a gluten-free diet. We have found no evidence of this, nor indeed would this be expected since the rash occurs without the enteropathy and vice versa. A change in the dose of dapsone required to control the rash is not proof of improvement: it may also indicate enhanced absorption of the drug following on a gluten-free diet. Furthermore, wide fluctuations in the dose of dapsone occur spontaneously and the rash may remit completely (Marks & Shuster 1969) .
In conclusion, we find that the coeliac syndrome occurs in two-thirds of patients studied with dermatitis herpetiformis in whom jejunal biopsy has been performed. The relationship between the rash and the enteropathy is indirect and probably genetic. Acknowledgments: The work described in this paper was carried out in collaboration with Dr A J Watson and it is a pleasure to acknowledge this joint venture. We wish also to thank the Medical Research Council for a generous grant. Bacteria are somehow implicated in Whipple's disease. The diagnosis rests on the presence of macrophages in intestine, regional lymph nodes and other tissues, which contain material staining with the periodic acid/Schiff (PAS) reagent. This material is the phagocytosed remains of the cell walls of bacillary bodies (Yardley & Hendrix 1961) . Further, patients may be 'cured' by antibiotics. No single organism, however, has been shown to be the sole pathogen. In Whipple's disease there is a diminished lymphocytic infiltrate in the intestinal mucosa. This is in contrast with the histological appearances in other chronic small bowel disorders (Sieracki & Fine 1959 , Haubrich et al. 1960 ).
These facts suggest that host factors may contribute to the pathogenesis (Maxwell et al. 1968 ).
Two male patients with proven Whipple's disease, in clinical remission and with an otherwise normal immunological profile, have been studied. Their lymphocytes show impaired proliferation on phytohaemagglutinin stimulation according to the method described by Tormey & Mueller (1965) .
If this abnormality is found in other cases it would suggcst that a contributory fault in the pathogenesis of Whipple's disease was some disorder of lymphocyte-mediated immune mechanisms.
The following papers were also read: 
Biopsy Diagnosis

